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DETAILED ACTION 

Status of the Claims 

Claims 1-9 and 17-21 are pending currently and they are the subject of this Office Action. 
Claims 10-16 were cancelled in Applicants' response dated 27 July 2009. 

Applicants' arguments, filed on 27 July 2009, have been fully considered and are deemed 
to be persuasive regarding the previous rejections. Rejections and objections not reiterated from 
previous Office Actions are hereby withdrawn. 

Upon reconsideration of the pending claims, as presented, the following new rejections 
are applied. They constitute the complete set of rejections being applied to the instant 
application presently. 

Objection 

The instant claim set is objected to because of the following informalities: The claim set 
filed on 27 July 2009 is improper, because there is no claim number 1 5 amongst the sequential 
listing. Appropriate correction is required. 

Claim Rejections - 35 USC § 103 

The following is a quotation of the appropriate paragraphs of 35 U.S. C. 103 (a) that form 
the basis for the rejections under this section made in this Office action: 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejection set forth in the Office Action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
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having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 1-9 and 17-21 are rejected under 35 U.S.C. 102(a) as being obvious in view of 
Ito, Chihiro, et al, "Pharmacological Studies of Tofiospam," Res. Lab Pharmacol, Mochida 
Pharm. Co., Ltd., Tokyo, Japan (1981) in view of U.S. Patent No. 6,093,740 [hereinafter referred 
to as "Jirousek et al"]. 

Applicant argues that there is nothing in Ito et al that relates to the observed increase in 
pain threshold to any effect involving inflammation and further, there is nothing in Ito et al that 
teaches or suggests the use of tofiospam for the treatment of an inflammatory disorder of the 
epithelium and no dose information is given by Ito et al either and finally, the present invention 
is distinguishable over the prior art in that the prior art does not meet the terminology 
"substantially free of the corresponding (S)-enantiomers" as defined by Applicants' 
specification. 

The teachings of Jirousek et al from this Office's Action of 28 April 2009 are 
incorporated herein by reference in their entirety. Additionally, the teachings of Ito et al, as 
outlined in the Office's Actions of 31 October 2007, 04 September 2008, and 28 April 2009 are 
incorporated herein by reference in their entirety. Ito, et al teach the pharmacological effects of 
tofiospam, both in vivo and in vitro, to include elevation in pain thresholds when administered 
orally (See Abstract). Additionally, it is important to note that the claims of the instant invention 
suggest the same compound as the Ito et al reference. 

Further, as a matter of law, compounds which are position isomers (compounds having 
the same radicals in physically different positions on the same nucleus) or homologs (compounds 
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differing regularly by the successive addition of the same chemical group, e.g., by -CH2- groups) 
are generally of sufficiently close structural similarity that there is a presumed expectation that 
such compounds possess similar properties. In re Wilder, 563 F.2d 457, 195 USPQ 426 (CCPA 
1977). See also In re May, 51 A F.2d 1082, 197 USPQ 601 (CCPA 1978) (stereoisomers prima 
facie obvious). The necessary motivation to make the claimed compound, and thus the prima 
facie case of obviousness, arises from the reasonable expectation that compounds similar in 
structure will have similar properties. In re Gvurik . 596 F.2d 1012, 1018 (CCPA 1979). 

Daiichi Sankyo v. Apotex . 84 USPQ 1285 (Fed. Cir. 2007): reference taught that 
ciprofloxacin lacked ototoxicity when used to treat middle ear infections; another reference 
taught that ofloxacin and ciprofloxacin are both gyrase inhibitors and belong to the same family 
of compounds; court held that it would have been obvious to one of ordinary skill in the art to 
substitute ofloxacin for ciprofloxacin in the treatment of othopathy with a predictable expectation 
of successful treatment due to the compounds' structural and functional similarities (note: this a 
post-KSR c ase) 

Optimization of the acid addition salt formulation for an active pharmaceutical 
ingredient is obvious where the acid addition salt formulation has no effect on the therapeutic 
effectiveness of the active ingredient and the prior art suggests the particular anion used to form 
the salt. Pfizer v. Apotex , 82 USPQ2d 1321, 1336 (Fed. Cir. 2007). Moreover, one skilled in the 
art would expect various anions to provide salts having a range of properties, some of which 
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would be superior, and some of which would be inferior, to any given salt. Id. 1338. (note: this is 
a post KSR case) 

As legal authority the examiner cites In re Adamson . 125 USPQ 233 (CCPA 1960). The 
case sets forth the requirements of patentability with regard to stereoisomers as follows: 

1) The existence of a racemate is, in and of itself, sufficient to render obvious any 
individual stereoisomers contained within; no express suggestion of isomer separation is 
needed. Seep. 235, If 1. 

2) One skilled in the art expects that individual stereoisomers will differ significantly 
physiological/pharmacologic activity and toxicity, because living systems are chiral and 
thus preferentially process certain stereochemical configurations over others. See p. 234, 
third full paragraph, and p. 235, fifth full paragraph. 

As such, the disclosure in Ito et al brings the instant claims within the purview of the 
previously disclosed art. 

Ito et al disclose the administration of tofiospam as a treatment of edema formation, 
noting an oral administration of 160 mg/kg having the effect of suppressing spontaneous 
locomotion and administration of more than 300 mg/kg significantly inhibiting acetic acid- 
induced stretching. Additionally, there was a significant increase observed in the pain threshold 
when in excess of 1000 mg/kg was administered (Page 587, Nos. 1 and 2 of Summary). Ito et al 
also discloses the intravenous administration of 3 mg/kg of tofiospam having a hypotensive 
effect and also exerting a relaxing action of isolated smooth muscular organs and antagonistic 
action to acetylcholine, histamine, barium chloride and nicotine (Page 587, Nos. 3 and 4 of 
Summary). In giving the claims their broadest reasonable interpretation, the "about language" in 
Applicants' claims brings them within the purview of the dosages prescribed by Ito et al. 
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Jirousek et al disclose the administration of a compound to treat dermal edema and that 
the same may be administered orally and/or topically (Abstract and Col. 8, lines 49-67). Jirousek 
et al also disclose that dermal edema is characterized by an accumulation of fluid extractive from 
vascular space into dermal interstitial space which could form blister formation (Col. 7, lines 6- 
10) and that the same is a major feature of a number of skin disorders including certain bacterial 
and viral infections, allergic skins disorders and dermatitis (Col. 7, lines 4-23). 

One of ordinary skill in the art would be motivated to modify the teachings in Ito et al by 
the teachings in Jirousek et al to arrive at the instant invention, because of the overlapping 
subject matter shared by both references. Notably, both references are directed in one matter or 
another to the treatment of an inflammatory disorder. 

In light of the foregoing, it would have been prima facie obvious to one of ordinary skill 
in the art at the time the invention was made to treat an individual inflicted with an inflammatory 
disorder of epithelial tissue by administering to them tofiospam. 

Conclusion 

No claims are allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
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CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Alicia Hughes whose telephone number is 571-272-6026. The 
examiner can normally be reached from 9:00 AM to 5:00 PM, Monday through Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ardin Marschel, can be reached at 571-272-0718. The fax number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 

Application Information Retrieval (PAIR) system. Status information for published applications 

may be obtained from either Private PAIR of Public PAIR. Status information for unpublished 

applications is available through Public PAIR only. For information about the PAIR system, see 

http ://pair-direct-uspto . gov . Should you have questions on access to the Private PAIR system, 

contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would like 

assistance from a USPTO Customer Service Representative or access to the automated 

information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Alicia R. Hughes/ 
Examiner, Art Unit 1614 

/Ardin Marschel/ 

Supervisory Patent Examiner, Art Unit 1614 



